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Amendment and Response 

Reply to Office Action of July 3 1 , 2006 

REMARKS 

Status of the Claims 

Claims 1-3, 5, 10, 27, 30, 31-36, 38, and 39 are amended herein. 

Claim 29 is cancelled without prejudice. 

No new matter is introduced by the present amendment. Support for the amendment 
herein can be found throughout the specification as originally filed. No changes in inventorship 
result from the present amendment. AppUcants reserve the right to reintroduce claims, for 
example in a later-filed continuation application. 

Rejection Under under 35 U.S.C. 103(a) 

Claims 1-2, 4-5, and 38-39 are rejected under 35 U.S.C. § 103(a) as obvious over 
Medford et al (U.S. Patent No. 5,846,959) in view of Cahoon et al. (U.S. Patent No. 
6,900,041). 

The PTO states, "Medford et al[.] thus teach all aspects of instant claims 1 and 38, 
except that they pretreat the cells with a dithiocarbamate/dithiocarboxylate compound 
(corresponding to the instant "component with an unknown effect"), prior to the adding the 
stimulatory agent, whereas applicant adds the stimulatory agent prior to or simuhaneously with 
the addition of the compound /component with an unknown effect. Cahoon et al[.] (see further 
explanation infi-a, under the 102(e) rejection) however show (col. 9, lines 6-9) that the test 
compound/component and the stimulatory agent can be added to the culture in either order or 
simultaneously." 

In order to expedite prosecution in the present application, all currently pending 
claims recite measuring NF-kB. IL-1. IL-11. TNF-a, ICAM-L or PAI-1 as determinants of 
inflammation. 

In view of the present amendment, the instant rejection is now moot, therefore, 
withdrawal of the rejection is respectfully requested. 

Rejection Under 35 U.S.C. $ 112, Second Paragraph 

Claims 19 and 31-32 are rejected under 35 U.S.C. § 112, second paragraph, as being 
indefinite. 
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Applicants point out that, in the instant rejection, the recitation "Claim 19" is a 
typographical error and that the PTO intended to recite "Claim 29." Should Applicants above 
understanding be incorrect, AppUcants respectfully request clarification. 

By the present amendment herein, Claim 29 is cancelled. 

Regarding Claim 31, the Examiner is correct to believe that Applicants intended to 
commence with "The method of Claim 27". Claim 31 is amended herein to correct this 
typographical error. 

Regarding lack of antecedent basis for "the stimulatory agent" in Claim 32, Applicants 
amend Claim 32 to properly recite "the glycated protein." 

In view of the above amendment, Apphcants respectfully assert that this rejection is 
obviated, therefore, withdrawal of the rejection is requested. 

Rejection Under 35 U.S.C. S 112. First Paragraph 

Claims 2-3, 30, and 36 are rejected under 35 U.S.C. § 1 12, first paragraph, as failing to 
comply with the enablement requirement. 

Applicants agree with the PTO that the specification is enabling for detecting VCAM-1, 
MCP-1 , or JL-6 as a determinant of inflammation produced by endothelial cells. Office Action, 
page 4 lines 1-3. However, according to the PTO, "[s]ince applicant has exemplified 
production of MCP-1 and IL-6 by endothelial cells and since the prior art teaches production of 
VCAM-1 by endothelial cells, it is taken that these are the only "determinants of inflammation" 
that are, in fact, produced by endothelial cells." Office Action, page 4, lines 10-13. Thus, the 
PTO states, "[Applicants] must show that each of the recited "determinants of inflammation" is 
capable of being produced by endothelial cells or otherwise cancel the Markush group members 
that are not so produced." Office Action, page 4, lines 15-17. 

It is Applicants' position that the claims are fully enabled in view of the knowledge of 
one of ordinary skill in the art and the guidance available in Applicants' specification. More 
specifically, at least the following relevant references, copies of which are enclosed for the 
PTO's convenience, are examples of knowledge of persons skilled in the art with respect to 
endothelial cell expression of at least NF-kB, IL-1, IL-11, TNF-a, ICAM-1, or PAI-1: 
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1 . NF-kB : Kalogeris et al . Am J Physiol Lung Cell Mol Physiol, 276: L9-L19 (1999) 
illustrate that NF-kB is expressed in human umbihcal venous (HUVECs) and arterial (HUAECs) 
endothelial cells. See, for example, Figure 10, page LI 7. 

2. ILJ.: Shreeniwas et al, J Clin Invest., 90: 2333-2339 (1992) disclose that 
"[cjultured Ecs [endothelial cells] have been shown to elaborate IL-1 ..." See, for example, 
page 2333, right column lines 1-2. Emphasis added. 

3. IL-11 : Du et al. Blood., 89: 3897-908 (1997) disclose that vascular endothelial 
cells express EL-11 . See, for example, page 3898, Table 1, middle column row 12. 

4. TNF-a : Ranta et al. Critical Care Medicine, 27: 2184-7 (1999) disclose that 
"[H]uman vascular endotheUal cells produce tumor necrosis factor-alpha in response to 
proinflammatory cytokine stimulation." See Title; Emphasis added. 

5. ICAM-1 : Dustin and Springer, J Ce//5fo/., 107: 321-31 (1988) disclose expression 
of ICAM-1 on surface of endothelial cells. See, for example, page 321, abstract lines 1 -3 . 

6. PAI-1 : Christ et al. Blood, 81: 1277-1283 (1993) disclose that "[b]esides the liver 
and platelets, endothelial cells and/or smooth muscle cells (SMC) are thought to be the main 
source for circulating PAI-1 . Endothehal cells (EC) in culture have been widely used to 
investigate the regulation of PAI-1 biosynthesis in vitro." Page 1277, left column lines 28-32. 
Emphasis added. 

AppUcants respectfully assert that this rejection is moot as the above references support 
Applicants' position that the claims, as amended herein, recite determinants of inflammation 
that are capable of being produced by endothelial cells. Therefore, withdrawal of the rejection 
is requested. 

Rejection Under 35 U.S.C. § 102(e) 

Claims 1-5, 10-14, and 27-39 are rejected under 35 U.S.C. § 102(e) as being anticipated 
by Cahoon et al (U.S. Patent No. 6,900,041). Of these claims, only Claims 1-5, 10-14, 27, 28, 
and 30-39 remain pending. 

According to the PTO, "[t]he disclosed and claimed invention of Cahoon [et al (U.S. 
Patent No. 6,900,041)] is inherently the same as that instantly, since both measure the same 
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determinants (e.g. VCAM-1, MCP-1 or IL-6), and since what would effect/up-regulate the 
activity of GSK-3[p] would effect/inhibit NF-kB mediated inflammatory gene expression; 
see col. 4, lines 26-col. 5, line 21, for example." Office Action, page 5 lines 7-11. 

Applicants respectfully disagree with the PTO's contention that the disclosed and 
claimed invention of Cahoon et al. (U.S. Patent No. 6,900,041) is inherently the same as the 
present application. However, in order to expedite prosecution in the present application, all 
currently pending claims recite measuring NF-kB. IL-1. IL-1 1. TNF-a. ICAM-1. or PAI-1 as 
determinants of inflammation. 

Upon entry of the present amendment, this rejection will be rendered moot. Entry of 
the requested amendment and withdrawal of the present ground of rejection is respectfully 
requested. 

Rejection Under 35 U.S.C. S 102(fl or 102(g) 

Claims 1-5, 10-14, and 27-39 are rejected under 35 U.S.C. § 102(f) or 102(g). Of these 
claims, only Claims 1-5, 10-14, 27, 28, and 30-39 remain pending. 

According to the PTO, "the [A]pphcant did not invent the claimed subject matter. See 
rejection over Cahoon [et al. (U.S. Patent No. 6,900,041)] above for evidence." Office Action, 
page 5 lines 15-17. 

Applicant restates the discussion above as it relates to Cahoon et al. (U.S. Patent No. 
6,900,041). However, in order to expedite prosecution in the present application, all 
currently pending claims recite measuring NF-kB, IL-1. IL-1 1. TNF-g. ICAM-1 . or PAI-1 as 
determinants of inflammation. 

Upon entry of the present amendment, this rejection will be rendered moot. Entry of 
the requested amendment and withdrawal of the present ground of rejection is respectfully 
requested. 
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Rejection Under Nonstatutory Obviousness-type Double Patenting 

Claims 1-5, 10-14, and 27-39 are rejected on the ground of nonstatutory obviousness- 
type double patenting as being unpatentable over claims 1-5, 7, and 10-16 of Cahoon et al. 
(U.S. Patent No. 6,900,041). Office Action, page 6 lines 6-8. 

Applicant restates the discussion above as it relates to Cahoon et al. (U.S. Patent No. 
6,900,041). Hovi^ever, in order to expedite prosecution in the present application, all 
currently pending claims recite measuring NF-kB. IL-1. IL-1 1. TNF-g. ICAM-1. or PAI-1 as 
determinants of inflammation. 

Further, Applicants maintain that Claims 1-5, 10-14, and 27-39 are patentably distinct 
from Claims 1-5, 7, and 10-16 of Cahoon et al. (U.S. Patent No. 6,900,041) for at least the 
following reasons: 

Claims 1-4, 7, and 10-14 of Cahoon et al. (U.S. Patent No. 6,900,041) recite measuring 
the amount of a determinant of GSK-3p, wherein the determinant is a cellular factor which is 
VCAM-1. MCP-L lL-6. IP- 10, MIG. or I-TAC . Further, in addition to the steps of adding an 
inflammatory molecule and adding a composition comprising a test compound. Claims 7 and 
10-14 further recite the step of adding a known effector of GSK-3p activity or expression. 

Claims 5 and 15 of Cahoon et al. (U.S. Patent No. 6,900,041) recite measuring the 
amount of a determinant of GSK-3P, wherein the determinant is GSK-3B protein or GSK-3B 
mRNA . 

Claim 16 of Cahoon et al. (U.S. Patent No. 6,900,041) recites measuring the amount of 
a determinant of GSK-3p, wherein the determinant is GSK-3B enzymatic activity . 

Upon entry of the present amendment, this rejection will be rendered moot. Entry of 
the requested amendment and withdrawal of the present ground of rejection is respectfully 
requested. 
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Rejection Under 35 U.S.C. 103(a) based on 35 U.S.C. 102(e). (f). or (o) 

The PTO states: 

Commonly assigned [Cahoon et al. (U.S. Patent No. 6,900,041)], discussed 
above, would form the basis for a rejection of the noted claims under 35 U.S.C. 
103(a) if the commonly assigned case qualifies as prior art under 35 U.S.C. 
102(e), (f) or (g) and the conflicting inventions were not commonly owned at the 
time the invention in this appUcation was made. Emphasis added. 

Office Action, page 6, lines 21-24. 

Applicant restates the discussion above as it relates to Cahoon et al. (U.S. Patent No. 
6,900,041). 

Upon entry of the present amendment, this rejection will be rendered moot. Entry of 
the requested amendment and withdrawal of the present ground of rejection is respectfully 
requested. 
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CONCLUSION 



In view of the above amendment and remarks, Applicants respectfully assert that the 
rejection of the claims as set forth in the Office Action has been addressed and overcome. 
Applicants further respectfully assert that all claims are in condition for allowance and 
requests that an early notice of allowance be issued. If issues may be resolved through PTO's 
Amendment, or clarified in any manner, a call to the undersigned attorney at (404) 962-7527 
is respectfiiUy requested. 

No fees are believed due, however, the Commissioner if hereby authorized to charge 
any deficiencies which may be required, or credit any overpayment to Deposit Account No. 
09-0528. 
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